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Asthma and Hay Fever 


Chronic Cor Pulmonale in Long-Standing Bronchial Asthma. (ielfand, M. L.: 
Am. J. Med. 10: 27, 1951. 


Long-standing bronchial asthma almost inevitably leads to emphysema 
which, after a period of time, produces an increased pulmonary pressure. The 
latter is the forerunner of cor pulmonale. <A history of bronchial asthma of at 
least 5 years’ duration and clinical, laboratory, and x-ray evidence of em- 
physema are salient features in establishing an early diagnosis of cor pul- 
monale. Of the 4 cases presented in detail, 3 had premature graying of the 
hair which may be evidence of an endocrine or constitutional diathesis. 

Although many theories have been suggested to explain the mechanism by 
which emphysema produces right ventricular hypertrophy with or without sub- 
sequent failure, the increased resistance to the flow of blood through the lungs 
is probably paramount. Physical signs and symptoms of the condition may be 
divided into 2 phases: (1) an early pulmonary or precardiae phase during 
whieh cough, rhonchi, expectoration, dyspnea, cyanosis, polycythemia, clubbing 
of fingers, flaring of ribs, and fixation of the diaphragm are prominent 
features; and (2) a later cardiac phase, the outstanding signs of which are 
engorged veins, a large tender liver, generalized edema, and increased venous 
pressure. The exact time of transition from the first to the second phase may 
be difficult to determine, but an increase in the dyspnea and cyanosis or the 
appearance of orthopnea suggests the onset of right heart strain. Regular 
sinus rhythm and normal blood pressure are usually found in cor pulmonale, 
hut disturbed rhythms of various types may occur. Accentuation of the second 
pulmonie sound is a constant feature and, with the occasionally heard diastolic 


33 








34 Allergy Abstracts 


pulmonic murmur, suggests the presence of increased intrapulmonary tension, 
positive proof of which may be obtained by intracardiac catheterization. In 
chronic pulmonary diseases, such as asthma and emphysema without failure, 
the systolic pressure in the right ventricle and pulmonary artery is increased, 
but with the onset of failure both systolic and diastolic pressures rise. 
Cardiae enlargement, as demonstrated by various x-ray techniques, is an 
important sign in the diagnosis. Electrocardiographie changes, particularly 
with the unipolar precordial and limb leads, may give additional information 
which may help in establishing the diagnosis of right ventricular hypertrophy, 
F. 


Artificial Pneumoperitoneum in the Treatment of Pulmonary Emphysema, A 
Preliminary Report. I‘urman, R. H., and Callaway, J. J.: Dis. of Chest 
18: 232, 1950. 


Limitation of diaphragm movement in emphysema has been attributed to 
to the fact that the intrapleural and intra-abdominal pressures approach one 
another. Artificial pneumoperitoneum was therefore employed in the treat- 
ment of emphysema, since it elevates the diaphragm without offering undue 
resistance to downward movement and also increases intra-abdominal pres- 
sure, thus allowing more negative intrapleural pressure on inspiration and a 
more rapid return of the diaphragm to an elevated position during expira- 
tion. 

Seven patients with chronic emphysema, 2 of whom were definite 
asthmatic patients and 2 of whom had histories suggestive of asthma, were 
treated with pneumoperitoneum. These patients were studied before and 
after treatment. Vital capacity measurements, chest roentgenograms in 
maximal inspiratory and expiratory position, and exercise tolerance tests 
utilizing a Master 2-step and a Millikan oximeter to measure change in 
arterial oxygen saturation were done. The vital capacity of these patients 
was measured by limiting the expiratory effort to precisely 3 seconds in order 
to measure more accurately the true respiratory impairment. The initial 
pneumoperitoneum was induced with from 400 to 1,200 ml. of air. In 5 of the 
patients, there was gain in vital eapacity following treatment, the arterial 
oxygen desaturation following exercise was less, and there was marked sub- 
jective improvement. Two other patients had such severe chest and shoulder 
pain following pneumoperitoneum that therapy was abandoned. In emphy- 
sematous patients with coronary artery disease and cardiac decompensation, 
pneumoperitoneum must be used with extreme caution. E. W. 


Effect of ACTH in Chronic Lung Disease: A Study of Five Patients. 
Galdston, M., Weisenfeld, S., Benjamin, B., and Rosenbluth, M. B.: Am. 
J. Med. 10: 166, 1951. 


Pulmonary function studies were correlated with the clinical response to 
ACTH in 5 patients suffering from various types of chronic pulmonary disease. 
The first case was a 50-year-old man with a 20 year history of seasonal and 
nonseasonal asthma plus emphysema and pulmonary fibrosis. Prior to the 
ACTH therapy, the pulmenary function tests revealed findings which indicated 
the presence of advanced pulmonary emphysema, characterized by ventilatory, 
alveolar oxygen diffusion, and alveolar gas and blood distribution deficiencies. 
On the second day of ACTH administration, dramatic clinical improvement 
took place and studies carried out during the course of therapy indicated 
striking improvement in all the pulmonary functions. There was a drop in 
the eosinophil level and some changes in the electrolyte levels. After therapy. 
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was discontinued, there was a gradual return of pulmonary funetions to the 
pretreatment level. A control course of therapy with distilled water failed 
to produce clinical or laboratory improvement. A second course of ACTH 
was as effective as the first course. 

Another case of advanced pulmonary emphysema was selected for study 
because the patient exhibited changes in pulmonary function similar to those 
of the previous patient. This patient became worse while under ACTH 
therapy, indicating that response to ACTH cannot be predicted from the 
pattern of pulmonary function disturbanee. A third case was a 50-year-old 
man suffering from bronchial asthma, pulmonary fibrosis, emphysema, and 
cor pulmonale. Pulmonary funetion studies prior to ACTH therapy showed 
changes indicating marked ventilatory and alveolar-respiratory insufficiency. 
After ACTH therapy was begun, increasing hypertension, signs of congestive 
failure, respiratory distress, and water retention occurred. Asthmatic at- 
tacks increased in frequency. The eosinophil level was reduced, the plasma 
electrolytes remained unchanged, and there were no sustained salutary 
changes in pulmonary function during the period of therapy. The fourth 
patient, a young woman with Boeck’s sarcoid who showed decreased pul- 
monary funetion, improved during ACTH therapy. <A fifth ease exhibited 
neither beneficial nor deleterious effects from ACTH therapy. There were 
no consistent changes in the pattern of plasma electrolytes or in the glucose 
tolerance test in the 5 cases reported. F. 


Air Velocity Index. A Numerical Expression of the Functionally Effective 
Portion of Ventilation. Gaensler, E. H.: Am. Rev. Tubere. 62: 17, 1950. 


The relationship between maximal breathing capacity and vital capacity 
may be expressed as the fraction 
per cent predicted maximal breathing capacity 
per cent of predicted vital capacity 
and is called Air Velocity Index (AVI). This formula is related to the velocity 
of expired air rather than to absolute ventilatory function. Ventilatory 
studies were performed on 455 patients on 476 occasions. The mean AVI for 
23 normal volunteers was 1.07. In patients with effective loss of aerated lung 
tissue due to advanced tuberculosis, emphysema, hydrothorax, pneumothorax, 
lobectomy, and pneumonectomy, the AVI was greater than normal. In 
patients with disease of the pulmonary airways, such as tuberculous broncho- 
stenosis, carcinoma of the bronchus with partial occlusion, pulmonary emphy- 
sema, and bronehial asthma, the AVI was below normal. Among 36 patients 
with bronehial asthma, the AVI ranged from 0.19 to 0.88 with a mean of 
(0.42. This was the lowest figure encountered in any group of patients studied. 
The AVI correlated well with the severity of the asthma. E. W. 











Occurrence of Convulsive Seizures During Treatment of Asthma With Cortisone 
Acetate. Lowell, F. C., Franklin, W., Beale, H. D., and Schiller, I. W.: 
New England .J. Med. 24: 49, 1951. 


A 23-year-old man with bronchial asthma was given 200 mg. of Cortisone 
Acetate daily in divided doses for 11 days. The sodium intake was not 
restricted and the patient gained 5 pounds during this period. The systolic 
blood pressure rose 14 mm., the number of circulating eosinophils diminished, 
and he developed a leucocytosis. There was a distinct improvement in the 
asthma and a slight rounding of the face. On the eleventh day, the patient 
was unusually active and had consumed an excessive amount of foods con- 
taining sodium. On the twelfth day, he had 4 seizures of unconsciousness 
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preceded by headache and associated with nausea, vomiting, clonic conyyl. 
sions, and incontinence. There was an exacerbation in the asthmatic symptoms 
and cortisone therapy (100 mg. daily) was resumed, but proved less effective 
than the first course of therapy. After 3 weeks, when the dose was gradually 
being decreased to 50 mg. per day, tremor of the fingers and lid-lag were noted. 
Other findings suggestive of hyperthyroidism, including radioactive iodine 
uptake, were absent. The lid-lag and tremor disappeared when the cortisone 
was discontinued. It is suggested that the seizures were caused directly 
or indirectly by the cortisone therapy. The possible mechanisms involved 
are discussed. T. Guazer, 





The Effect of ACTH and Cortisone on the Course of Chronic Bronchial Asthma, 
Carey, R. A., Harvey, MceG., Howard, J. E., and Winkenwerder, W. 1.: 
sull. Johns Hopkins Hosp. 87: 387, 1950. 


Nineteen patients ranging in age from 20 to 75 years who had suffered 
from chronic intractable intrinsic asthma for periods varying from 6 months to 
45 years were treated with ACTH or cortisone. Adequate control studies were 
made on most of these patients. The total amount of ACTH given in the 
initial course of treatment ranged from 190 to 1,248 mg., with an average of 
423 mg. The results showed that 15 of the 19 patients were symptom free, 
while the other 4 subjects were at least 50 per cent improved. Improvement 
sometimes occurred within 4 hours following the institution of therapy. Ob- 
jective relief, as measured by all the observers, occurred only when the 
specific medication was used. Patients given multiple courses of ACTH re- 
sponded equally well each time the hormone was used. Remissions lasted 
from 6 to 224 days following cessation of therapy. Five patients treated 
with cortisone obtained only moderate relief of symptoms. 

Patients receiving either ACTH or cortisone showed a marked drop in 
their eosinophil counts, but there was no correlation between the percentage 
of fall and the amount of relief obtained. Serum reagin titers did not change, 
but direct skin tests appeared to be depressed during ACTH treatment. 
The possible significance of these findings in the management of allergic 
diseases is discussed. R. W. 








Pneumonectomy in a Case of Loeffler’s Syndrome. Buckles, M. @., and Law- 
less, E. D.: Dis. of Chest 18: 312, 1950. 


A 59-year-old man was hospitalized because of the presence of a cough 
for 2. years, a slight wheeze, occasional dyspnea, a weight loss of 25 pounds, 
and a loss of appetite. There was a past history of hay fever and trichinosis. 
On physical examination rhonchi were heard over the right upper lobe. X-ray 
examination revealed a persistent infiltration in ‘the right upper lobe. Only 
moderate amounts of secretions were found on bronchoscopic examination. 
The sputum contained eosinophils and eells ‘‘suggestive of cancer cells.’’ The 
white blood count was 12,100 with 43 per cent eosinophils. Because of the 
long history, persistent x-ray shadow, failure to respond to conservative 
therapy, and suspicious carcinoma cells, a pneumonectomy was performed with 
a provisional diagnosis of carcinoma. Microscopie examination of the lung 
showed fibrosis with massive infiltration of eosinophils, periarteritis and 
arteriolitis with eosinophilia, granulomatous areas, and endothelial cell pro- 
liferation with giant cells and mononuclear phagocytes. Recovery of the 
patient was uneventful. Subsequently, the blood and sputum eosinophilia 
disappeared. E. W. 
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Indications for and Limitations of Aerosol Therapy in Asthma. Micheli, M.: 
Sett. med. 87: 599, 1949. 


Three hundred and sixty-three cases of bronchial asthma were treated 
with various aerosols with fairly good results. The eases were divided into 
4 groups. Group 1 included 149 patients who responded well to antibiotics. 
Infection was a prominent feature in these cases. Asthmatic attacks were 
often associated with fever and purulent sputim. Penicillin, streptomycin, 
and sulfa were used and bronchodilators were added if necessary. Group 2 
consisted of 49 patients who improved after the use of bronchodilators. 
Adrenaline, theophylline, and isopropyladrenaline were employed for the acute 
attacks. Isopropyladrenaline was found to be the most effective broncho- 
dilator. Group 3 ineluded 53 uncomplicated allergic cases. All were im- 
proved with antihistamine aerosols. These drugs were more effective when 
administered by aerosol than by the oral or parenteral route. In Group 4 
were 31 patients who improved with sparteine aerosol. These patients all 
had signs of cireulatory failure. H. 


Transient Allergic Gastric Edema: Report of Gastroscopic Observations 
During Asthmatic Attacks. Lichstein, J., and Benjamin, M.: Ann. Int. 
Med. 32: 967, 1950. 


A gastric uleer was demonstrated by roentgenograms and gastroseopy in 
a 48-year-old patient who had suffered from bronchial asthma, skin rashes, and 
gastric symptoms for a number of years. During subsequent gastrosecopy he 
developed an attack of asthma and it was noted that the folds of the lower 
portions of the body of the stomach became swollen and that the secretions 
increased. At this time the procedure had to be discontinued. Four months 
later, while the gastroscope was being passed, the patient again developed a 
severe attack of asthma. Within 5 minutes the folds became markedly 
reddened and copious amounts of mucus were secreted. The folds gradually 
heeame thickened and edematous. The reaction subsided within 2 minutes 
following the sukeutaneous injection of 0.5 ¢.e. of adrenalin 1:1000. 
T. GLAZER. 


Surgical Treatment of Intractable Asthma. Blades, B., Beattie, E. J., Jr., and 
Elias, W.S.: J. Thoracie Surg. 20: 584, 1950. 


Thirty-eight patients suffering from severe intractable bronchial asthma 
were treated surgically. 

The operation described is designed to relieve severe asthmatic symptoms 
by interruption of the autonomic nerve supply to the bronchi. All branches 
of the vagus to the pulmonary hilum and lung are divided below the level 
of the recurrent laryngeal nerve, but the esophageal branches and the main 
trunk of the vagus are not disturbed. 

Fourteen of the 38 patients have remained free of asthma and 8 have been 
improved. No change in symptoms occurred in 8 patients. One patient be- 
came worse. There was one postoperative death and 6 patients died at 
various intervals following operation. H. 


Allergic Manifestations to Agar. Criep, L. H., and Riley, W. K.: J. A. M. A. 
145: 485, 1951. 


A 35-year-old baker developed paroxysmal rhinorrhea and nasal obstrue- 
tion which was soon followed by typical asthmatic attacks. The symptoms 
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usually occurred while he was at work and invariably while he was 
handling a proprietary preparation containing agar. Skin tests resulted 
in marked reactions to agar and bakery sweepings. Passive transfer and 
inhalation tests were also positive. Hyposensitization treatment with an 
extract of agar increased the patient’s tolerance to a point where, with the 
use of a nasal filter, he was able to continue his work. FE. 


Dermatology 


Fixed Eruption and Urethritis Due to Phenolphthalein. Haber, H.: Brit. J. 
Dermat. 62: 22, 1950. 


During the course of 3 years, a 25-year-old man had 5 recurrences of 
fixed drug eruptions involving the hands and penis. Each time, there was 
an accompanying urethral discharge in which no microorganisms were found. 
The skin lesions were characteristic of phenolphthalein eruptions and were 
apparently due to the ingestion of a medication containing this drug. As a 
clinical test, a teaspoonful of the medication was administered after the rash 
and urethritis had disappeared. Within 24 hours, the typical rash and 
urethritis reappeared. This is the first recorded case of urethritis due to the 
ingestion of phenolphthalein. C. 


Skin Sensitization to BAL Ointment. Jenkins, C. M.: Ann. Allergy 7: 807, 
1949. 


Five patients, who applied 5 per cent BAL (British anti-lewisite) oint- 
ment to first and second degree burns for periods of from 6’ to 13 days, 
developed papulo-urticarial lesions over the damaged areas of skin. In some 
eases, mottling of the skin and increased pigmentation were noted. Discon- 
tinuance of the ointment and the use of antihistaminie and symptomatic 
therapy resulted in clearing of lesions. The application of 5 per cent BAL 
ointment to normal skin in 12 nonatopie individuals produced sensitization 
in 2. W. 


The Treatment of Pruritus With Adenosine-5-Monophosphate (Muscle Adeny- 
lic Acid). Kennedy, R. J.: New York State J. Med. 50: 1609, 1950. 


Two cases of eezematoid dermatitis, 1 case of pruritus ani, and 1 of early 
neurodermatitis were treated effectively with adenosine-5-monophosphate. 
The drug was administered intramuscularly 5 times daily at hourly intervals 
for from 2 to 5 days. B. 3. 


Evaluation of a Potentiated Antihistaminic Ointment. Lubowe, I. I.: New 
York State J. Med. 50: 1743, 1950. 


A potentiated antihistaminie ointment containing hyoscyamine, chloral 
hydrate, menthol, camphor, alcohol, ether, chloroform, plus 2 per cent of the 
antihistaminic, thenylpyramine hydrochloride, was compared with an oint- 
ment containing only the antihistaminic. Eighty per cent of 58 patients with 
various pruritic dermatoses treated with the potentiated antihistaminie oint- 
ment obtained relief of the pruritus. Twenty patients with bilateral lesions 
applied the 2 ointments simultaneously. In 40 per cent of the cases, the 
potentiated antihistaminic ointment was found to act more quickly. The 
remaining 60 per cent of patients found no difference between the 2 ointments 
in the rapidity of action. Patch tests performed on all patients with the 
potentiated antihistaminie ointment revealed no evidence of primary irritation 
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or sensitivity. When this ointment was applied to excoriated or denuded 
surfaces, a transitory burning sensation was experienced. In 2 cases, the 
medication had to be discontinued because of an exacerbation of the original 
condition. B.S. 


Deaths in Hospitalized Eczema Infants. Schwartz, A. B.: Arch. Pediat. 67: 
295, 1950. 


A survey of the mortality rate among eczematous infants revealed that, 
during the 10 year period from 1925 to 1934, there were 23 deaths among 156 
such patients under 15 months of age. During the 1935 to 1948 period, there 
was only 1 death among 300 eczematous infants admitted to the hospital, and 
a corresponding drop in the mortality rate of noneezematous admissions. The 
second period of observation corresponds to the era of antibiotie therapy. 
Although only 40 per cent of the eczematous infants received antibiotics 
either locally or orally, these drugs, by reducing the infectivity of the hospital 
environment, may be the factor which accounts for the decreased mortality 
rate. F, 


Kaposi’s Varicelliform Eruption Treated With Aureomycin. Borrie, P.: 
Laneet 1: 1038, 1950. 


A ease of severe Kaposi’s varicelliform eruption in a 5-month-old child 
with infantile eczema was treated successfully with aureomyein. A dramatie 
recovery occurred within 4 days following the institution of therapy. The 
author suggests that aureomycin probably has a direct curative action in 
this condition. R. W. 


Dermatitis Due to the Procaine Fraction of Procaine Penicillin. Hitschmann, 
O., Leider, M., and Baer, R.: J. Invest. Dermat. 15: 165, 1950. 


Four patients with allergic eczematous dermatitis showed positive reac- 
tions to patch tests with procaine penicillin or with the procaine fraction 
alone. Upon retesting, 2 of these subjects showed negative reactions to pure 
penicillin. The authors suggest that reactions to procaine penicillin may be 
due to penicillin alone, to procaine alone, to both components, or to the 
procaine penicillin compound itself. R. W. 


Pruritus Vulvae Due to Aureomycin. Behrman, H. T.: J. A. M. A. 144: 995, 
1950. 


After 4 days of aureomyein therapy, a 45-year-old woman suddenly 
developed pruritus, erythema, and swelling of the vulvar region. There were 
a few vesicopustules in the inguinal folds. F, 


Sodium Para-Aminobenzoate Therapy of Atopic Dermatitis. Weinek, A.: J. 
Invest. Dermat. 15: 295, 1950. 


Sixteen patients with atopic dermatitis were given 2 Gm. of para-amino- 
benzoate every 2 hours during their waking hours for varying lengths of 
time. After receiving the drug for 3 to 4 weeks, approximately 50 per cent 
of the patients showed marked improvement. Improvement was maintained 
in 1 patient for as long as 10 months following cessation of the drug. Most 
of the patients, however, suffered relapses rather quickly when the medication 
was stopped. The use of this drug in the treatment of atopic dermatitis 
requires further evaluation. R. W. 
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Otorhinology and Ophthalmology 


Critical Evaluation of Antihistaminic Drugs in the Common Cold. Fabricant, 
N. D.: Arch. Otolaryng. 52: 888, 1950. 


Carefully controlled studies were made on 213 university students between 
January and April, 1950, to determine the effect of antihistamine drugs on the 
common cold. Six different antihistaminics and placebos were administered 
after careiul questioning of the subjects to determine their normal common cold 
patterns. Antihistaminie drugs were found to be no more effective than placebos 
in aborting the common cold. Analysis of the data demonstrated that there was 
no validity to the contention that the antihistaminic drugs were more effective 
if taken within 12 hours after the onset of a cold. The notion that allergy is 
mainly responsible for the common cold was not substantiated. Attention is 
called to the high incidence of side effects attributable to the treatment. C, 


The Antihistaminic Drugs in the Treatment of the Common Cold. A Study 
Conducted at Boston University. Lowell, I. C., Schiller, 1. W., Alman, 
J. E., and Mountain, C. F.: New England J. Med. 244: 132, 1951. 


Volunteers were treated for common cold with tablets of Trimeton (10 mg.), 
Neoantergan (25 mg.), Neohetramine (25 mg.), or a placebo (lactose). Two 
tablets were given at the onset of symptoms and thereafter 1 tablet was admin- 
istered daily 4 times for 11 doses. The questionnaires of 729 subjects were con- 
sidered valid for analysis. The results indicated that the effect of these drugs 
on the common cold, in the dosage used, did not differ significantly from that of 
the placebo. I. Glazer. 


Classification of Chronic Diseases of Nose and Accessory Sinuses. F'ox, N., and 
Niles, L. M.: Arch. Otolaryng. 52: 900, 1950. 


The authors present a new classification of chronic rhinosinusitis which 
combines the pathologic condition with a clinical term describing the dominant 
symptom. Thus hyperplastic rhinosinusitis is divided into nonallergie and 
allergic. The latter group is classed as seasonal or perennial with each sub- 
divided into clinical or subclinical categories. Depending upon the predominat- 
ing symptom, the categories are further divided into vasomotor (obstructive), 
neuralgic (headache), hyperesthetic (sneezing), adn suppurative (secondary 
suppuration). In the nonallergie hyperplastic rhinosinusitis group, the etiologic 
factors are classed as psychosomatic, endocrine, physical, chemical, and metabolic 
disturbances. €. 


Miscellaneous Allergies 


The Effect of Antihistaminics on the Tuberculin Skin Reaction. Hunter, ., 
Hyde, L., and Davis, J. D.: Am. Rev. Tubere. 62: 525, 1950. 


Twenty-three hospital patients with pulmonary or other types of tubercu- 
losis, were tested weekly by the intracutaneous technique with 0.1 ¢.c. of purified 
protein derivative No. 1 Tubereulin (0.00002 mg.) for a 7 week period. The 
diameter of induration and erythema was measured and recorded. Antihista- 
minies were administered after the third weekly test and their effect on the 
tuberculin reaction was studied. Pyribenzamine was given orally in 50 mg. 
doses 4 times daily for 2 weeks to 16 patients and for 4 weeks to 6 patients. 
After 2 weeks of treatment with Pyribenzamine, Benadryl was substituted. for 
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Pyribenzamine in 15 patients. Eleven patients with tuberculosis were used as 
controls. Marked variations in the intensity of positive reactions were observed 
in successive weeks in all the patients. Neither Pyribenzamine nor Benadryl] 
produced any effect on the tuberculin reaction nor was there any demonstrable 
effect on the course of the disease. E.W. 


Insulin Resistance Associated With Local and Genera] Allergy to Insulin. 
Spoont, S., and Dyer, W. W.: J. A. M. A. 145: 558, 1951. 


A 23-year-old diabetic woman who required massive doses of insulin was 
shown by the Stadie method to have insulin-inactivating substances in her serum. 
Urticaria frequently occurred at the sites of injection and also at remote sites. 
The intravenous administration of a combination of insulin and Benadryl! plus 
oral Pyribenzamine did not appear to influence the urticaria. Skin tests per- 
formed with various forms of insulin were all positive. The reaction to erystal- 
line insulin was not so large as those obtained with the other types of insulin. 
Reagins could not be demonstrated by passive transfer. F. 


Anaphylaxis 


Production of the Shwartzman Phenomenon by a Single-Injection Technique. 
Black-Schaffer, B., Milam, J. W., Brockman, D. D., Coonrod, E. V., and 
Silverman, S. B.: J. Exper. Med. 91: 539, 1950. 


Intracutaneous injections of bovine gamma globulin with or without 
sterile meningococeal culture supernatant fluid were administered to rabbits 
at weekly intervals. A local necrotizing lesion developed after the fourth 


injection when globulin alone was used and after the third injection when 
the bacterial toxins were mixed with globulin. The reactions were more 
intense in the latter case. Precipitin titers did not vary significantly in ani- 
mals sensitized with globulin alone or in those injected with globulin and 
supernatant fluid. The highest antiglobulin titer obtained in any animal was 
1:32. The intravenous injection of globulin in 3 animals sensitized with 
globulin and meningococcal supernatant fluid resulted in the anaphylactic 
death of 1 and temporary skin desensitization in 2. Two weeks later local 
hemorrhagic reactions were again elicited in the 2 survivors. The use of 
meningocoeeal supernatant fluid which had been ineubated with globulin for 
1 week before the injection produced lesions which appeared more rapidly 
and were of greater intensity than those obtained with a freshly made mix- 
ture. Animals sensitized by a single intravenous injection of globulin were, 
after 13 days, injected intracutaneously in separate sites with globulin mixed 
with Aleuronat, Shear’s polysaccharide P**, or Streptococcus viridans filtrate. 
The adjuvants were also injected alone as controls. Intense hemorrhagic 
reaction was present at the polysaccharide and globulin site, with lesser 
responses at the streptococcus filtrate and globulin, Aleuronat and globulin, 
and globulin only sites, in decreasing order. This experiment was repeated 
with globulin, with either polysaccharide, nitrogen mustard, ultraviolet radi- 
ation, or Aleuronat being used as preparatory substance. It was found that 
polysaccharide greatly enhanced the cutaneous reaction to globulin and that 
irradiation and nitrogen mustard injury somewhat increased cutaneous de- 
layed reaction to globulin. It is concluded that ‘‘in the hypersensitive animal 
a single inoculation of homologous antigen mixed with Shwartzman prepara- 
tory toxin may lead to the production of a Shwartzman reaction which fune- 
tions as an amplifier of the antigen-antibody tissue response.”’ K. 
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Effect of Cortisone and ACTH on Eosinophils and Anaphylactic Shock ip 
Guinea Pigs. Dworetzky, M., Code, C. I., and Higgins, G. M.: Proe. Soe. 
Exper. Biol. & Med. 75: 201, 1950. 


Egg white-sensitized guinea pigs were given a single intramuscular injec. 
tion of ACTH, cortisone, or saline solution. Eosinophil counts were done at 
varying intervals before and after the injection. The preinjection level of 
eosinophils was significantly lower in males than in females. From 8 to 12 
hours after cortisone administration, the eosinophil counts in all male animals 
were less than 10 per cent of the preinjection values. The female animals 
responded more slowly, but after 24 hours all counts were less than 20 per 
cent of the preinjection values. The eosinopenia lasted for about 7 days, 
The eosinophil response in male guinea pigs treated with ACTH was similar 
to the response with cortisone, but the effect lasted only from 24 to 72 hours, 
ACTH did not have a consistent effect on the eosinophil counts of pregnant 
animals, but ACTH-treated nonpregnant guinea pigs exhibited a consistent 
eosinopenia similar to that obtained in males. Both ACTIL and cortisone 
failed to protect animals against anaphylactic shock, when the shock dose of 
ege white was administered at varying intervals after the hormone injection. 


B. 8. 


Significance of Changes in the Content of Serum Polysaccharide During Sen- 
sitization and Development of Tuberculosis. Seibert, I". B., and Seibert, 
M. F.: Am. Rev. Tubere. 62: 67, 1950. 


Rabbits were given a series of 14 intracutaneous injections of 0.25 meg. 
of B.C.G. at weekly intervals. Another series of rabbits received 15 intra- 
venous or intracutaneous weekly injections of 10 mg. protein A, a tubereulin 
fraction which has the lowest electrophoretic mobility of all the fractions but 
was the most potent in eliciting skin reactions and the most potent in pro- 
ducing the Arthus phenomenon. A third series of rabbits was simlarly treated 
with a less potent tuberculin fraction C. It was noted that, as sensitization 
progressed, there was a significant rise in a serum polysaccharide radical, as 
measured by Klett colorimetric readings with the TA (tryptophane acid) 
method. The highest TA values were obtained in sensitization with the A 
protein, which was the fraction which also produced larger Arthus reactions 
and the most necrosis. Rabbits treated with these substances then received 
an infecting dose of virulent bovine tuberele bacilli. When the TA value 
began to rise, the weight of the rabbits fell off and the decline continued 
rapidly until death occurred. On the whole, this change occurred earlier 
after injection in the A- and C-treated rabbits than in the controls. Rabbits 
vaccinated with B.C.G. were relatively resistant. A TA value of 80 seemed 
significant in all rabbits since the drop in weight began shortly after that 
level was reached. In 7 human beings vaccinated with B.C.G. no significant 
increase in TA value was found. EK. W. 


Influence of Colchicine on the Local Arthus Phenomenon and the Production 
of Precipitating Antibodies. Petronelli, A.: Boll. Soe. ital. biol. sper. 
25: 4, 1949. 


Rabbits immunized with horse serum and simultaneously injected with 
colchicine showed an increased amount of precipitins and more intense Arthus 
reactions than animals immunized with horse serum alone. The same effect 
was not observed when colchicine was administered following the sensitizing 
course of horse serum. H. 
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Inhibitory Effect of Cortisone on Anaphylaxis in the Mouse. Nelson, ©. T., 
Fox, C. L., Jr., and Freeman, E. B.: Proce. Soc. Exper. Biol. & Med. 75: 


181, 1950. 


Horse serum-sensitized mice were given from 0.75 to 3.0 mg. of cortisone 
intramuscularly, 18 hours prior to the administration of the shocking dose of 
antigen. Eighty-two per cent of the untreated sensitized control animals 
developed fatal anaphylaxis after being shocked. None of the mice treated 
with 3.0 mg. of cortisone developed a fatal reaction. Thirty per cent of those 
treated with 0.75 mg. of the drug died after the shocking dose. The protective 
effect of a single injection of 3.0 mg. of cortisone was apparent as early as 
6 hours after the injection and was dissipated after 96 hours. B. S. 





Pharmacology, Physiology and Pathology 


The Induction of Rheumatic-like Cardiac Lesions in Rabbits by Repeated Focal 
Infections With Group A Streptococci. Comparison With the Cardiac 
Lesions of Serum Disease. Murphy, G. E., and Swift, H. F.: J. Exper. 

Med. 91: 485, 1950. 


Rabbits were given repeated intracutaneous injections of live group A 
streptocoeci. After from 3 to 20 months, these animals developed various 
symptoms, consisting of anorexia, weight loss, postexertional dyspnea, tachy- 
cardia, transient pulmonary rales, irregular cardiac rhythm, increased eryth- 
rocyte sedimentation rate, and leucocytosis. Three animals were sacrificed 
during the acute infection and 4 were sacrificed 14 or 15 days after the last 
injection. In addition, microscopic studies were made on 12 human hearts 
taken from patients who had died of acute rheumatic fever. Comparisons 
were made between the microscopic lesions present in rabbit hearts and in 
human hearts. The authors coneluded that the rabbit and human lesions are 

‘quite similar.’’ It was considered particularly significant that the rabbit 
myocardial interstitial granulomas and certain of the cardiac blood vessel 
lesions in rabbits were peculiarly characterisiie of rheumatic fever lesions in 
man. Control rabbits including those immunized with Groups A or C strep- 
tococeal vaccines did not manifest similar lesions. The differences between 
the rabbit lesions induced by repeated focal infections and those elicited by 
foreign serum injections (as reported by other workers) are discussed in 
detail. The authors believe that heart lesions of serum-sensitized animals are 
predominantly of the perivascular type and that the valvular and endocardial 
lesions obtained are not pathognomonic of rheumatic fever. “ 





The Toxic Effects of es Drugs. Wyngaarden, J. B., and Seevers, 


M.H.: J. A. M. A. 145: 277, 1951. 





Various antihistaminic agents appear to cause specifie types of side reac- 
tions; for example, Benadryl causes predominantly central nervous system 
effects and Pyribenzamine causes chiefly gastrointestinal symptoms. Anti- 
histaminie drugs sometimes cause more serious reactions which are ocea- 
sionally fatal. 

The authors review the 9 previously reported deaths from the antihis- 
taminies and add 2 fatal eases of their own. Twelve previously unreported 
cases of toxicity are presented. Seven of them were of a convulsive nature, 
2 occurring in adults. Severe and fatal reactions occur chiefly from accidental 
overdosage and consist mainly of convulsions in infants and children and 
depressant reactions in adults. Hyperthermia and cerebral edema are the 
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most striking findings in the convulsive type of fatalities. Treatment of eon- 
vulsions occurring in infants and children under 2 years of age has been 
generally unsuccessful. Magnesium sulfate, rectal ether, barbiturates via the 
oral, subcutaneous, and intravenous routes, and other sedatives are of little 
value in infants and children or in adults. 


The toxie effects of the antihistaminie agents are unrelated to their anti- 
histaminie activities. Treatment must depend upon symptomatic rather than 
upon specific measures. Ether is suggested for the treatment of convulsions 
because it has a lower respiratory depressant activity than the barbiturates, 
Of the barbiturates, phenobarbital is the most desirable because it possesses 
specific anticonvulsant effects. 


Other toxie reactions eneountered with the antihistaminics include 
agranulocytosis, hemolytic anemia, and such bizarre reactions as delirium, 
nareolepsy, shocklike states, labyrinthitis, cardiospasm, urinary retention, 
and dermatitis. Occasionally, allergic patients develop asthma, urticaria, and 
contact eczema after exposure to these agents. Syncope and vasomotor eol- 
lapse oceur sometimes. All antihistamine agents are said to produce vaso- 
vagal phenomena such as ventricular depression, bradycardia, and transient 
vasodepression. Reversible electrocardiographic changes have been noted 
following the administration of the antihistaminies to normal individuals and 
to patients with cardiae disease. F, 


Potentiation of the Action of Histamine by Semicarbazide. Mongar, J. L., and 
Sehild, H. O.: Nature 167: 232, 1951. 


Semicarbazide, when added to Tyrode solution, potentiated the action of 
histamine, but not that of acetylcholine, on the guinea pig ileum. The poten- 
tiation, which is probably due to inhibition of histaminase, was rapidly es- 
tablished and rapidly reversible. Semicarbazide when administered alone 
produced no effect; moreover, in very high concentrations, it depressed the 
effect of histamine. 


The intact isolated diaphragm of the rat, when immersed in a solution con- 
taining histamine, destroyed the drug but not its own normal tissue histamine. 
When semicarbazide was added to the solution, the histamine destruction was 
completely inhibited. 

Potentiation of the histamine effect on the ileum oceurred when the D- 
tubocurarine was injected together with, or only shortly before, the histamine, 
and not if it had been in contact with the tissue for some time. The mechanism 
probably involves the release of histamine from the tissue. I. GLAZER. 


Pharmacology of Para-substituted Derivatives of Diphenhydramine. Chen, (., 
Ensor, C. R., and Clarke, I. G.: Proe. Soe. Exper. Biol. & Med. 75: 96, 
1950. 


Para-substitution of diphenhydramine with a halogen or an alkyl group 
resulted either in an enhancement of antihistaminic activity, as determined by 
the effect on histamine-induced bronchoconstriction in guinea pigs, or in a de- 
crease in toxicity, as measured in mice, or both. The anticholinergic activity, 
as determined by the effect on mecholyl-induced bronchoconstriction in guinea 
pigs, was diminished by the substitution. Among the alkyl-substituted com- 
pounds, the methyl group showed a therapeutic index 7 times that of the parent 
substance by an increase in antihistaminic activity and a decrease in toxicity. 
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Lengthening of the alkyl chain decreased the therapeutic efficiency of the com- 
pound. The therapeutic index of the para-halogen derivatives of diphenhy- 
dramine, with the exception of fluorine, increased as the atomic weight increased. 
The para-methoxy derivative was found to be less toxic than diphenhydramine, 
but its antihistaminie activity was the same. B.S. 






Possible Role of Infection in the Production of Periarteritis Nodosa in Hyper- 
tensive Rabbits. Kipkie, G. F.: Arch. Path. 50: 98, 1950. 





Right nephrectomy was performed in 6 rabbits and the left kidney of each 
animal was wrapped in cellophane. The same procedure was followed in 8 
other rabbits, except that gauze soaked in a culture of Staphylococcus albus was 
inserted under the cellophane. All 6 animals in the first group and 6 of the 8 
animals in the second group developed hypertension. At autopsy, 2 of the 6 
animals in the hypertensive group with infection showed vascular lesions of 
periarteritis nodosa. These lesions were not observed in the hypertensive group 
without infection or in normal controls. J. 8. 













Necrotizing Pulmonary Arteritis Occurring With Congenital Heart Disease 
(Eisenmenger Complex). Report of a Case With Necropsy. Old, J. W., 
and Russell, W. O.: Am. J. Path. 26: 789, 1950. 







Lesions of necrotizing arteritis (periarteritis nodosa) limited to the pul- 
monary arteries were observed at autopsy of an 11-year-old Mexican boy with 
congenital heart disease (a patent interventricular septum of the Eisenmenger 
type). There was marked arteriosclerosis of the pulmonary arteries and ar- 
terioles but not of the systemic vessels. This was regarded as anatomic evidence 
of pulmonary hypertension. Pulmonary hypertension probably resulted from 
the congenital cardiac lesion. Since necrotizing arteritis has been produced in 
animals with experimental hypertension, it was therefore assumed that, in this 
ease, the pulmonary hypertension was responsible for the presence of the lesions 
solely in the pulmonary arteries. J.S. 
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Suppression of the Phenomenon of Local Tissue Reactivity by ACTH, Corti- 
sone and Sodium Salicylate. Shwartzman, (, Schneierson, S. S., and 
Soffer, L. J.: Proe. Soe. Exper. Biol. & Med. 75: 175, 1950. 






Employing meningococeus filtrates as preparatory and provocative injec- 
tions, the Shwartzman phenomenon was elicited in over 90 per cent of control 
animals. When cortisone was administered intramuscularly 2 hours prior to 
the provocative injection, consistent inhibition of the phenomenon occurred. 
Increasing or decreasing the interval between the administration of cortisone 
and the provocative injection reduced the effectiveness of the hormone. ACTH 
also produced consistent suppression of the reaction, but the dose required was 
one-sixth that of cortisone. The administration of DCA and ascorbic acid failed 
to influence the phenomenon. Sodium salicylate completely inhibited the 
Shwartzman reaction in 17 of 29 animals. Calcium pantothenate alone failed 
to modify the reaction. However, when the latter drug was given in combina- 
tion with sodium salicylate, the phenomenon was suppressed in all trials, It 
is suggested that the inhibitory effect of these drugs on the Shwartzman phe- 
nomenon may be mediated through the adrenal cortex. B.S. 
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The Zone of Localization of Antibodies. X. The Use of Radioactive Sulfur* 
as a Label for Anti-kidney Serum. Pressman, D., Kisen, H. N., Siegel, M, 
Fitzgerald, P. J., Sherman, B., and Silverstein, A.: J. Immunol. 65: 559 
1950. 


After coupling diazotized S*°-labelled p-aminobenzenesulfonie acid with the 
globulin fraction of antiovalbumin serum, antibodies from the labelled anti- 
serum precipitated with the specific antigen. These precipitated antibodies 
contained radiosulfur. After the globulin fraction of an antikidney antiserum 
was similarly labelled with radiosulfur, it was injected intravenously into mice 
and found to localize specifically in the kidney glomeruli. A mixture of labelled 
sera containing I'*! G-anti MK and S*® G-anti MK was then injected intra- 
venously into mice in order to compare the localization of these 2 compounds, 
The results showed that either more sulfur-labelled protein than iodinated pro- 
tein accumulates nonspecifically in kidney and liver tissue, or that the iodine- 
labelled protein is metabolized with a more rapid removal of the label. It is 
suggested that the present knowledge of tissue antigen antibody reactions will be 
materially increased, since another method is now available for coupling radio- 
active substances to an antibody without loss of antibody specificity. R. W. 


Variations in Blood and Tissue Nucleic Acid Content and Immunity. Dian- 
zani, N. Y.: Rev. Inst. Sierroterap. Ital. 25: 9, 1950. 


During the immunization period, rabbits and rats show a greatly increased 
amount of ribonucleic acid in the mononuclear blood cells, in the plasma cells, 
in the histiocytes of the bone marrow, liver, and spleen, and in the lymphatic 
cells in the lymph glands. This rise in ribonucleic acid content is due to in- 
creased synthesis of protein and may be related to the synthesis of antibody. 

H. 


The Oral Use of Cortisone Suspension in Syrup. Engleman, E. P., Krupp, M. 
A., and Kunkel, P.: J. A. M. A. 145: 402, 1951. 


A suspension of cortisone in a syrupy vehicle was successfully employed 
for the initial and maintenance treatment of various types of acute and chronic 
diseases including status asthmaticus, dermatitis venenata, and chronic bron- 
chial asthma. Prompt relief was obtained in the majority of the patients 
treated. The suspension is made by adding the desired quantity of injectable 
cortisone to a measured volume of the vehicle so that the mixture contains from 
1 to 2 mg. of cortisone pér cubic centimeter. Such mixtures will remain potent 
for at least one week. The hormone is rapidly absorbed from the gastrointestinal 
tract and can therefore be used effectively in acute illnesses. The minimal 
effective dose varies widely, but the majority of patients have been maintained 
on 75 or 100 mg, daily. The effect of the orally administered drug is of short 
duration and therefore permits prompt termination when undesirable side 
effects occur. Although the hazards of cortisone therapy are not eliminated 
by the oral administration, the only side effects which the authors have noted to 
date have been hypertension and Cushing’s facies. F. 


The Zone of Localization of Antibodies IX. The Properties of Anti-rat-lung 
Serum. Hisen, H. N., Sherman, B., and Pressman, D.: J. Immunol. 65: 
543, 1950. 


Rats were injected with the radioiodinated globulin fraction of anti-rat-lung 
rabbit serum and the amount of radioactivity in the various organs was meas- 








7 So 








Miscellaneous 







ured. The results showed almost equal radioactivity in the lungs and kidneys. 
The kidney-localizing component of antilung serum was found to be similar 
to that of antikidney serum, both localizing clearly in the glomeruli as demon- 
strated by radioautography. Absorption by acetone extracted kidney sediment 
removed more kidney-loealizing than lung-localizing antibody, suggesting that 
there are substances in the lung which differ serologically from any components 
in the kidney. The possible significance of these findings in the etiology of 
elomerulonephritis is discussed. R. W. 










The Effect of X Radiation on Antibody Formation. Jacobson, L. O., Robson, 
M. J., and Marks, E. K.: Proe. Soe. Exper. Biol. & Med. 75: 145, 1950. 












Normal rabbits sensitized by intravenous injections of washed sheep red 
cells developed high hemolysin titers by the tenth day after sensitization. These 
titers diminished by the twenty-eighth day. When sensitized rabbits were sub- 
jected to surgical exteriorization of the spleen or appendix or to splenectomy 
or appendectomy, a normal antibody response was observed. Sensitized rabbits 
failed: to develop significant hemolysin titers when they were exposed to total 
body irradiation 24 hours prior to sensitization. When the spleen or appendix 
was exteriorized and lead-shielded during the irradiation, significant titers de- 
veloped, but the peak was not reached until the twenty-first day. Animals 
which had had a splenectomy or appendectomy 3 or 4 days after the exterioriza- 
tion procedure and irradiation retained their capacity to produce hemolysin 
titers higher than control irradiated nonshielded animals. Histologically, the 
lymphatic tissues and the bone marrow showed as much atrophy in the control 
irradiated group at 3 days as the group which had the spleen or appendix lead- 
shielded. In the latter group, however, regeneration of the lymphatic tissue 
occurred much more rapidly. It is suggested that the intact appendix or spleen 
in rabbits initiates the process of antibody formation or makes it possible for 
the process to be initiated. By 4 days, there may be enough regeneration of 
lymphatie tissue in other organs that formation will not be influenced by the 
removal of the spleen or appendix at this point. B. S. 























The Ability of ACTH and Cortisone to Alter Delayed Type Bacterial Hyper- 
sensitivity. Long, J. B., and Favour, C. B.: Bull. Johns Hopkins Hosp. 


87: 186, 1950. 









Thirty-four patients, all receiving substantial amounts of ACTH or corti- 
sone, and one subject with Cushing’s syndrome, were tested with purified protein 
derivative (tuberculin), beta hemolytic streptococcus vaccine, and histamine, 
before, during, and after hormone therapy. Twelve patients hospitalized with 
rheumatoid arthritis served as controls. A marked diminution in the amount 
of induration and necrosis resulted from skin tests with bacterial antigens in 
patients receiving ACTH therapy. Following cessation of therapy, the sub- 
jects rapidly regained their ability to form the delayed type of skin reactions. 
Skin responses to histamine were unchanged by hormone therapy. The ability 
of ACTH and cortisone to alter the delayed type of bacterial hypersensitivity 
could not be correlated directly with alterations in serum gamma globulins or 
with the decrease in the sedimentation rate. Since tissue holding of tuberculin 
was shown to continue during hormone therapy, the possible significance of 


this observation in the treatment of tuberculosis and other diseases is discussed. 
R. W. 
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Aerosols [I. The Role of Particle Size in Inhalation Therapy By Atomization 
and By Penicillin Dust. Abramson, H. A.: Dis. of Chest 18: 435, 1950. 


The particle size distribution of the droplets of liquids atomized by the 
DeVilbiss No. 251 atomizer as well as the particle size distribution of 3 peni- 
cillin dusts were measured. It was found that approximately 6 per cent, by 
weight of the droplets produced with this nebulizer, was within the particle 
size range of 0.65 to 9.0 u. generally regarded as favorable for reaching the 
alveolar sacs and ducts. Of the 3 penicillin dusts designed for inhalation 
therapy, the particles of 1 were so large that it was useless for therapy in the 
lungs. The other 2 dusts had particle size distributions by which approximately 
40 to 80 per cent of the particle weight might reach the alveolar ducts. FE. W. 


The Antipyretic Effect of Cortisone. Recant, L., Ott, W. II., and Fischel, EK. E.: 
Proc. Soe. Exper. Biol. & Med. 75: 264, 1950. 


Rabbits, treated daily with cortisone, received pneumococcal vaccine 
intravenously on the third and tenth day of hormone therapy. The average 
febrile response, 2 hours after the injection of vaccine, was from 1.2° to 1.5° 
less in the cortisone-treated animals than in the control group. In experiments 
done with pseudomonas pyrogenic vaccine, similar results were obtained. It is 
possible that both an anti-inflammatory and a central action of cortisone may 
be responsible for the antipyretic effect. B.S. 


The Eosinophil Response to Surgical Trauma. Coppinger, W. R., and Goldner, 
M. G.: Surgery 28: 75, 1950. 


The effect of surgical trauma upon the esoinophil response was investigated 
in 50 consecutive male surgical patients ranging in age from 20 to 68 years. 
None of these patients had any manifestations of adrenocortical or pituitary 
insufficiency or Addison’s disease. The surgical operations included both major 
and minor procedures. Eosinophil counts were made prior to surgery and at 
various intervals thereafter, until the preoperative level was regained. It was 
found that, following surgical trauma, there was a diminution in the number 
of circulating eosinophils. The degree of fall was directly proportional to the 
length and severity of the trauma. The time interval required for return to 
the preoperative level was prolonged following major procedures. In elderly 
patients the eosinopenia was more marked and the recovery time was greater 
than in younger individuals. <A fall in the eosinophil level was noted when either 
pre- or postoperative complications developed. It was concluded that the 
response to surgical trauma is similar to that which follows the administration 
of ACTH or epinephrine. Prognostically the status of the adrenal cortex can 
be ascertained preoperatively by measuring the eosinophil response to a test 
dose of epinephrine or ACTH. The necessity for supportive therapy with 
adrenal cortical hormone may thus be determined. J.S. 





